Vutrisiran: Impact on Thyroid Function

The following information is provided in response to your unsolicited inquiry. It is intended to provide
you with a review of the available scientific literature and to assist you in forming your own conclusions
in order to make healthcare decisions. This document is not for further dissemination or publication
without authorization.

The full Prescribing Information for AMVUTTRA® (vutrisiran) is provided here. Alnylam Pharmaceuticals
does not recommend the use of its products in any manner that is inconsistent with the approved
Prescribing Information. This resource may contain information that is not in the approved Prescribing
Information.

If you are seeking additional scientific information related to Alnylam medicines, you may visit the
Alnylam US Medical Affairs website at RNAiScience.com.

SUMMARY
e WhileTTRhasarolein transporting thyroxine, no clinically relevantimpact on thyroid function has
been observed with vutrisiran.*

o Across vutrisiran clinical studies, including the phase 3 HELIOS-A and HELIOS-B studies,
thyroid-related AEs were not identified as common AEs with vutrisiran treatment.>™*

o Patients who had untreated hypothyroidism or hyperthyroidism were excluded from the
phase 3 studies. Full physical examinations, including examinations of the throat and thyroid,
were conducted at screening for both studies and during the treatment period for HELIOS-A.>®

e A cumulative post-marketing review of Alnylam Pharmaceuticals’ global safety database did not
identify any safety concerns with thyroid-related AEs and vutrisiran treatment.”
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CLINICAL DATA

Pooled Safety Analysis of HELIOS-A and HELIOS-B

A pooled safety analysis including data from 707 patients who received at least one dose of vutrisiran
at any time during the HELIOS-A and HELIOS-B studies was conducted to evaluate the safety of
vutrisiran in patients with ATTR who received treatment for up to 58 months.?

The HELIOS-A vutrisiran group consisted of 160 patients who received at least one dose of vutrisiran in
the initial 18-month treatment period (n=122) or initially received patisiran in the treatment period and
were re-randomized to receive vutrisiran during the RTE (n=38). The HELIOS-B vutrisiran group
consisted of 547 patients who received at least one dose of vutrisiran during the double-blind treatment
period (n=326) or initially received placebo during the double-blind period and transitioned to
vutrisiran in the OLE (n=221).2

In the pooled safety analysis, thyroid-related AEs were not identified as common AEs from vutrisiran
treatment. There were no safety concerns identified with thyroid-related AEs and vutrisiran treatment.?
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GLOBAL SAFETY DATABASE

A cumulative post-marketing review of Alnylam Pharmaceuticals’ global safety database did not
identify any safety concerns involving thyroid function related to vutrisiran.’

ABBREVIATIONS

AE = adverse event; ATTR = transthyretin amyloidosis; OLE = open-label extension; RTE = randomized treatment extension;
TTR = transthyretin.
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